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APPENDIX R 


Claim Lizsitation 


Suppon in 1989 GB Application 


28. A humanized immunoglobulin baving 
ponq)lementarity detenoiniag regions 
j[CDRs) from a donor immunoglobulin and 
[leavy and ligbi chain variable region 
frameworks from human acceptor 

immunoglobulin heavy and light chains 

'I ■ ' 


See page 1, lines 1-2 and 10-20; page 5. 
lines 8, k) page 6, line 4; . and page 8. 


[which humanized immunoglobulin 
Specifically binds to an antigen with an 
effective antigen binding affumy 


See page 5, lines 1-7; page 22, lines 27-35, 
page 23, lines 5-9, page 24, lines 1-4; page 
25, lines 27-33; page 26 lasx par^grapli. 


ivhereiu said humanized immunoglobulin 
pOn^>rises amino acids from the donor 
nununoglobulin framework outside both the 
|Cabat CDRs and the structural loop CDRs 
the variable regions. 


See page 5, lines 1-7; page 26, l^i 
paragraph, to page 27, top paragraph. 


^herein the donor amino acids replace 
<^rrespOQding amino acids in the acceptor 
immunoglobulin heavy or liglit chain 
^ameworks. 


See page 5. line 8, to page 6, line 4: page 7, 
lines 5-20. 


and each of said donor amino acids 
(contributes lo antigen binding as detemiined 
hy X-ray crystallography. 


Page 18, lines 11-17, and lines 33-37, and 
Figs. 20-21 of the ^plication as filed 
reference residues diat may "contyibme to 
antigen binding" as determined u^ing X-ray 
crysiallograpby. Residues 48. 49, 71, 73, 
/u, iOj auu arc iOcimxieQ in -Tigure 
21. 


: [2. A hxaaamxed iTreniinoglobulin baving 
qpmplemeiwariq^ d^enninii^ regions 
( CDRs) from a donor imnBmoglobulm and 
I eavy and lighi cbain variable region 
f rameworks from huinan acc^tor 
ifnmunoglobulin bcavy and lighi chains 


See page 1, lines 5-16, and page 7, line 32, 
through page 8, line 21. 
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[wbicb bumaiiized ixjummoglobulin 
Specifically binds co an anngen wiib an 
affiniry consranx of ai least 10^ M'^' 


Seepage U, lines 27-30. 


therein said hiunanized ixmmuoglobulin 
i^n^nses amino acids irom ihe donor 
mmunoglobulin framework outside both the 
: Cabat CDRs and tbe structural loop CDRs 
(, (f the variable regions. 


See page 6, lines 14-23, page 8, lines 13-16, 
and page 19, line 16, to page 20, line 15. 


> therein the donor amino acids replace 
cprresponding amino acids in the acceptor 
i nnmoglobulin heavy or lighi chain 
frameworks 


See page 6, line 12. to oa^e 7 lin^ s 


aft residues 48, 49, 71, 73, 76, 78, 88, and 

SI. 


See Ugto chain 341B of Table 1, page 20. 
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